Sex differences in response to experimental pain are commonly reported in systematic reviews in the adult literature. The objective of the present research was to conduct a systematic review and meta-analysis of sex differences in healthy children's responses to experimental pain (eg, cold pressor, heat pain, pressure pain) and, where possible, to conduct analyses separately for children and adolescents. A search was conducted of electronic databases for published papers in English of empirical research using experimental pain tasks to examine pain-related outcomes in healthy boys and girls between 0 and 18 years of age. Eighty articles were eligible for inclusion and were coded to extract information relevant to sex differences. The systematic review indicated that, across different experimental pain tasks, the majority of studies reported no significant differences between boys and girls on pain-related outcomes. However, the meta-analysis of available combined data found that girls reported significantly higher cold pressor pain intensity compared to boys in studies where the mean age of participants was greater than 12 years. Additionally, a meta-analysis of heat pain found that boys had significantly higher tolerance than girls overall, and boys had significantly higher heat pain threshold than girls in studies where the mean age of participants was 12 years or younger. These findings suggest that developmental stage may be relevant for understanding sex differences in pain.
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Introduction
Sex differences represent a rapidly growing body of literature in the areas of biology, medicine, and neuroscience as researchers attempt to illuminate the mechanisms that underlie differences between men and women [14] . According to the World Health Organization, sex refers to the biological and physiological distinctions between women and men. This can be contrasted with gender, which is defined as a psychosocial construct that embodies the attributes, behaviours, and roles that a given society considers to be acceptable for men and women [116] .
Sex differences are commonly reported in adult pain, with numerous reviews providing evidence of greater prevalence rates of acute and chronic pain among women, with women also demonstrating greater sensitivity to experimental pain tasks, though the strength of this effect differs between pain modalities, outcome measures, and time points, and is considered to be a controversial phenomena [38, 74, 88] . The abundance of literature on adult sex differences in pain has allowed researchers to explore mechanisms through which pain differs in men and women, including both biological and psychosocial mechanisms [28, 38, 57, 87] . Such research has important implications with regards to the assessment and treatment of pain in adults, such as recent advances in theories of personalized pain management through research on the differential analgesic responding of men and women [81] . As a result of developmental factors it is inappropriate to generalize adult findings to pediatric populations, and the literature on sex differences in children's pain is comparatively sparse.
Epidemiological studies of chronic pain in childhood suggest that prevalence of chronic pain is greatest among adolescent girls, with the emergence of sex differences in chronic pain conditions seen around the time of pubertal development [59] . These findings are concordant with speculation from the adult literature that sex hormones are one of the mechanisms through which sex differences in pain perception and responding are explained [4, 44] . 
